2020 2022

Influx efflux

Mechanism of resistance to cabozantinib in renal cell carcinoma based on
expression of influx and efflux transporters
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Renal cell carcinoma (RCC) is the most frequently observed cancer in the
kidney. The clinical outcome for patients with RCC has improved with recent advances in cancer
therapy; however, the overall prognosis remains unsatisfactory. Cabozantinib (CAB) has been approved

for the treatment of advanced RCC. CAB is an effective agent against RCC; however, most RCC
patients who received prior treatment with a tyrosine kinase inhibitor show resistance to CAB. The
aim of this study was to elucidate the mechanism of resistance to CAB in RCC based on expression of
influx and efflux transporters, such as OATP2Al and MATEl. In this study, both of the transporters
have a minor role in transporting of CAB, but these expression levels were significantly correlated
the prognosis of RCC patients. The findings of the present study may facilitate better understanding
of the importance of OATP2A1 and MATE1l and may have implications for future prognostication and
treatment planning for patients with RCC.
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HEK293 pcDNA3.1 vector OATP2A1 MATE1
pcDNA3.1 HEK-mock OATP2A1
MAT1 HEK-OATP2A1 HEK-MATE1 Fetal
Bovine Serum  10% G418 0.5 mg/mL Dulbecco’s Modified Eagle’s Medium
37°C 5% CO, 6 well plate 7.0
x 10° cells/well 24 1 5 10 20 50 100 uM
CAB Transporting Buffer 10 mM 2-[4-(2-Hydroxyethyl)-1-piperazinyl] ethanesulfonic acid
Hanks’ balanced salt solution 37°C 5 Phosphate-
buffered saline 2 IS 20 uM
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